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Amendments to the Claims 

This listing of claims will replace all prior versions, and 
listings, of claims in the application: 

Listing of Claims 

1. (Currently amended) A topical ophthalmic .composition 
comprisinQ a carrier and a pharmaceutical conjugate comprising 
a n ophthalmically useful therapeutic component: covalently 
coupled to an efficacy enhancing component ' effective in 
delivering the conjugate to a posterior portion of an eye of an 
individual when the composition is topically administered to the 
eye , the efficacy enhancing component teas- having the formula A: 



X 




R7 



wherein X is 

\ / 

N 

I 



Rl, R2, R3, R4, R5, R6, R7, R8, R9, RlO and Rll are 
independently an H, a Cl-ClO hydrocarbon, or a linker. 
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2 • (Currently amended) A pharmQCCUtical — e en - j ugatc composition 
of claim 1 wherein the therapeutic component and the ef f tcscy 
enhancing component are directly joined by a covalent bon d^ and - 
the carrier comprlseg a liquid , 

3 . (Currently amended) A pharmaoeut loal con j ugafe e compogition 
of claim 1 wherein the therapeutic conponent and the efficacy 
enhancing component are joined by a linker. 

4. (Currently amended) A pharmaccut ical oonj ugatc composition 
of claim 1 wherein Rl and R2 are Ks, and R3 is a linker. 

5. (Currently amended) A pharmaeout ioal conj uga te composition 
of claim 1 wherein the efficacy enhancing component is a 
memantine • 

6. (Currently amended) A pharmaccut ioal conj ugato composition 
of claim 1 wherein the linker is selected from the group 
consisting of: 
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O 



Linker B 




(CHz)n 



(CH2)„ 



Linker c 



Linker D 



R|2 

I 

N 



(CHA 



O 
II 



■(.CH^ O P (CHj)a — 



Linker E 



R|2 



OR,: 



Linker F 



c 

I 

N 



Linker G 



Linkei; H 
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wherein R12 is an H or a Cl-ClO hydrocarbon, m = 0 to 10, asii ti 
= 0 to 10. . 

7» (v?ithdrawn) A pharmaceutical conjugate of claim 1 wherain 
the therapeutic coiriponent is selected from the group consistiiag 
of NMDA antagonists, antibacterials, antihistaraisses, 
decongestants , antiinf lanunatories , antiparasitics , miotics, 
anticholinergics, adrenergics, antiviral©, local anesthetics, 
antifungals , arnoebicidals , trichomonocidals , analgesics, 
mydriatics, antiglaucoma drugs, carbonic anhydrase inhibitors, 
ophthalmic diagnostic agents, ophthalmic agents used as 
adjuvants in surgery, chelating agents, antineoplastics, 
antihypertensives, muscle relaxants, diagnostics, tyrosine 
kinase inhibitors and neuroprotectants . 

8. (Currently amended) A pharmaGCUticchL conjugate composition 
of claim 1 wherein the therapeutic component is selected from 
the group consisting of quinoxaline, (2-imidozolin-2-ylamina) 
quinoxaline, 5-bromo-S- (2-imidozolin-2-ylamino) quinoxaline, 
dorivativQQ thereof and mixtures thereof. 

9. (Currently . amended) A phar tnaeout ical eon j ugat o composition 
of claim 1 wherein the efficacy enhancing component comprises a 
memantine, and the conjugate further comprises a linker joining 
the therapeutic component and the meraantine. 

10- (Withdrawn) A pharmaceutical conjugate of claim 1 wherein 
the therapeutic component comprises a timolol and the efficacy 
enhancing component comprises a memantine, and the conjugate 
further comprises a linker joining the timolol and the 
memantine. 
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11. (Currently amended) A pharmaccut:ical -- e<=>R - j - ugatc composition 
of claim 3 further comprising a memaxitine, and a linker joiaiac 
the therapeutic component and the memantine, 

12. (Currently . amended) A pharmacQutica - l — EKjn j ugatc composition 
of claim 1 wherein the therapeutic component and the efficacy 
enhancing component disassociate under physiological conditions . 

13. (Cancelled) 

14. (Currently amended) A pharmaccutioal conjugafe O' composition 
of claim l wherein the conjugate has an aqueous solubility, a 
partition coefficient and/or an affinity for melanin that is 
greater relative to a compound conprising the same therapeutic 
component which is not joined to an efficacy enhancing 
component. 

15. (Currently amended) A pharmaccut i cal con j ugat e composition 
of claim 1 being wherein the conjugate is a salt. 
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16, {Currently amended) A topical ophthalmic composition 
comprising a carrier and a pharmaceutical conjugate comprising 
a n ophthalmically useful therapeutic component covaleatly 
coupled to an efficacy enhancing component effective in 
delivering the conjugate to a posterior portion of an eye of an 
individual when the composition is topically aciministered to the 
eye , the efficacy enhancing con^onent he^ having the formula A: 



X 




wherein X is 

\ / 

N 

I 

Rl, R2, R3, R4, R5r R6, R7, R8, R9, RIO and Rll are 
independently an a Cl-ClO hydrocarbon/ or a linker; 
the linker is selected from the group consisting of: 
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(CH:)„ (CH2)„ 



Linker C 




Linker D 

O 
II 

— (CH2)„ O P (CHaX — 

Linkex S 

O 
II 

— (CHjXn S (CHj),— 

Linker F 




Linker G 

— (CH,)^— 
Linker H 

Page 9 of 19 

PAGE 10/20 ' RCVD AT 2118/2005 3:47:05 PM [Eastern Stan^ 



FE5-1S-03 12:4oPM riK'NhSt'jutUxaSuyanMul I ins 

Appi.>co. 10/016,850 

Reply to Office Action of Ociober IS, 2004 

wherein R12 is an K or a Cl-ClO 
= 0 to 10. 

17-23- (Cancelled) 



T-543 ?.QIJ/02« ;?-532 



hydrocarbon, m = 0 to lO, aM n 
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